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DETAILED ACTION 

A request for continued examination under 37 CFR 1.1 14, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 04/06/2006 has been entered. 

Claims 1-5, 7, 1 1-21, 24-25, 28-37, 40-41, and 43-45 are pending. Claims 6, 8-10, 22-23, 
26-27, 38-39, and 42 are cancelled. Claims 1-5, 7, 11-21, 24-25, 28-37, 40-41, and 43-45 
presently are under examination. 

Applicants' arguments have been fully considered. Rejections and/or objections not 
reiterated from previous office actions are hereby withdrawn. The following rejections and/or 
objections are applied. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-5, 7, 1 1-21, 24-25, 28-37, 40-41, and 43-45 are rejected under 35 U.S.C. 1 12, 
first paragraph, as failing to comply with the written description requirement. The claim(s) 
contains subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. This is a NEW MATTER 
rejection. 
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Claims 1, 3, 28, and 43, as amended, recite "determining ... splice variants by iteratively 
fitting the intensity values to a plurality of models of known genomic structure ... wherein the fit 
of . . . models to the intensity values indicates the presence of the alternative splice variants." 
However, determining splice variants by iteratively fitting the intensity values to models of 
known genomic structure wherein the fit of the models to the intensity indicates the presence of 
the alternative splice variants, does not have support in the specification, claims, or drawings, as 
originally filed. Specifically, the originally filed specification discloses fitting of "the probe set 
identifiers and associated hybridization data to models of known genomic structure of alternative 
splice variants using ... an iterative model-fitting algorithm." [0119]. The original specification 
further discloses verifying "a fit of the probe set identifier and hybridization intensity data to a 
model of a particular splice variant by comparing known function of that splice variant to the 
collected properties." [0120]. Applicants amended the specification following paragraph [0120] 
to introduce the material from application 60/398,958, which is incorporated by reference, 
disclosing the iterative model fitting. Application 60/398,958 discloses a method for providing 
relative concentration of splice variants comprising steps of inputting the hybridization intensity 
and gene structure information, subjecting the input data to model fitting, and deriving relative 
concentration of splice variants and probe affinity terms (page 4, lines 9-13). Application 
60/398,958 further discloses that "the relative transcript concentration can be elucidated by 
inputting hybridization intensity and gene structure information. ... [A] process of outputting 
relative transcript concentration by inputting gene structure information and hybridization 
intensity data through model fitting. Once the relative concentration is calculated, a gene 
expression profile can be constructed." (page 10, lines 7-11). Application 60/398,958 also 
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discloses that "[t]he model took the gene structure and probe intensities as input data, and output 
the relative concentration of each variant and the affinity term of each probe" (page 15, lines 3- 
5). Nowhere does the originally filed application disclose iterative fitting of ONLY intensity 
(verses intensity and gene structure data OR intensity and probe set identifier data) to a model of 
known genomic structure. For these reasons, the claims are rejected for reciting new matter. 

Enablement 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-5, 7, 11-21, 24-25, 28-37, and 43-45 are rejected under 35 U.S.C. 1 12, first 
paragraph, as failing to comply with the enablement requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The instant claims were rejected in the office action mailed 10/06/2005 because the 
specification does not provide guidance for fitting probe set identifiers and intensity values to a 
model of genomic structure without knowledge of fitting parameters and/or criteria. The 
specification further does not provide guidance for how to fit {e.g., statistically, physically, etc.), 
what to fit {i.e., it is not known what probe set identifiers and intensity values represent), and 
what model to fit {i.e., a genomic structure model is not known). The specification also does not 
provide any disclosure that the recited "fitting" will determine ASVs. 
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Applicants amended the specification following paragraph [0120] to introduce the 
material from application 60/398,958, which is incorporated by reference, disclosing the iterative 
model fitting. Applicants argue that the amended description includes "an example of a process 
of fitting hybridization data and models of genomic structure to determine the presence of 
alternative splice variants" and requested a withdrawal of the enablement rejection (the answer, 
page 22). 

In response, it is noted that application 60/398,958 discloses a linear model that takes a 
gene structure and probe intensities as input data, and outputs the relative concentration of each 
variant and the affinity term of each probe (page 15, lines 3-5), wherein each iteration of the 
algorithm improves the fit of data to a model. The instant specification still does not provide 
guidance for what to fit (i.e., it is not known what intensity values represent), and what model to 
fit (i.e., a genomic structure model is not known). Further, the specification does not provide how 
to fit the intensity to a model without also inputting a gene structure into the model. The 
specification also does not provide any disclosure that the recited "fitting" will determine ASVs 
because the model fitting disclosed in application 60/398,958 only yields the relative 
concentration of known variants and the relative affinity of probes (page 13). 

For the reasons stated above and in the previous office action, the examiner maintains 
that the instant claims are not enabling, and also maintains the rejection. 
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Second Paragraph 

Claims 1-5, 7, 11-21, 24-25, 28-37, and 43-45 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

Claims 1 and 43 were previously rejected because the limitation "intensity values 
detected from each probe-set" was not clear. Applicants amended the claims and argue that the 
specification describes that "intensity values" of a probe represent a signal measured by a 
scanner for that probe in a set. In response, it is noted that it is still unclear whether each probe- 
set is characterized by a total intensity value, or each probe in a probe-set has its own intensity 
value. It is also unclear whether probe set identifiers identify probe-sets comprising probes and 
intensities values detected from the probes of probe sets OR whether probe set identifiers 
identify probe-sets, wherein a probe set comprises probes and intensities detected from the 
probes. Thus, the examiner maintains that claims 1-2 and 43-45 are indefinite, and also maintains 
the rejection. 

Claims 1, 3, 28, and 43 were rejected because the limitation "fitting ... to models of 
known genomic structure" was not clear. Applicants amended the specification and the claims 
and argue that "fitting" is described in the specification. Applicants further argue that one of 
ordinary skill in the art would understand the limitation "fitting the intensity to a model of known 
genomic structure " in light of the amendments to the specification. In response, it is noted that 
paragraphs [01 19] -[01 20] cited by applicants, do not disclose what "fitting" is intended, e.g., 
structural or statistical. Application 60/398,958 discloses linier model fitting that takes a gene 
structure and probe intensities as input data, and outputs the relative concentration of each 
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variant and the affinity term of each probe (page 15, lines 3-5). Neither the claims nor the 
amended specification defines what "a model of genomic structure" is intended to represent, e.g., 
a sequence, 3D structure, haplotypes, haplotype blocks, chromosomes, alleles, etc. Thus, the 
examiner maintains that claims 1-5, 7, 11-21, 24-25, 28-37, and 43-45 are indefinite, and also 
maintains the rejection. 



No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marina Miller whose telephone number is (571)272-6101. The 
examiner can normally be reached on 8-5, M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang, Ph. D. can be reached on (571)272-081 1. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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